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«A+JliLJSIIiH*(TC)*-t*=»(TG)^«#»i& 10%~20%, 
flUT*IM&. BP»¥*rt-K4WAjaSM*«l«UBl (HMG-CoA-RI), 

+1ftfc*WA&W**£»:fc- XifiOJliiJftM«r**ft#WttKr»f^ffl. g 
-m$iiS A(HMGwCoA)aRIIWtl*JB&«ffTlBi**l^«ttS^?&. 

tt»**tt3B'fr*IAIftX*5Et:*fla?b*. MSH>*JW*a4-1tt^AP«^5 

ft, mtom&mitiMmm&m* a«r» <i!in"*sif«BaaA^jfw^«»« 
n*«7iiftfi»ii. 
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fi^aHr±ffWiin"^**#^*^» ±^W&$ii!l?T(Lovastatin), 
^^(Simvastatin). W^iT (Pravastatin). M$^$T(Flubastatin)^ . # 

M^^JT(Simvastatin)6<J^7X , l4X^^ > te#£JBM;fflX*8?th M., fijfo. 
A(HMG-CaA)2JRlW01&l|R|. 

15 



R,w*nT0r£J8C. 

20 »»*±i>rt«to*#. 

fc##WM»H;frlf, ft*T*(AHb^«»«#*tt. A#J&, Soft 

25 fie^»s 




(A) 
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Sty, g+M^M, tt» Mo 

5 S^MM, tt. Mo 

10 *S«!IW»ttfen'»iPI5¥*l»-K»*AjEjgilW«7lU (hmg-CoA-ri), 
^q^(A)M^: 



M ft&Mft?, ftlM, iA, If, 



HO v ^ ^ (A) 





20 
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*(n> 



^(m) 



5 

g*. R % R' , R" WM®feX1®±BT&o 

mmm^it^^mm 1-3 ^mztofo-km 1-3, %^^m 2. 

10 E#ttff««8ffl5WJS»;t. 
ft. 

15 tt-&S3affiX«fttffl5W*J»ttttJR. B-^^^pH7.4N"«me<IlogD<| 

% o.82, it ; FK , e^»±iif#fttr^*'»(«« i.i~i.7 (U). M&mm& 
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( 1) 



(M=Li» Na, Ki j£ Ca)„ Hi»--#$»ftflHT^tfJ 

tt*eM3l#XtEffiW*»tttt«. JS-^fcttftfT* pH 7.4 B*$|#Kj log Dtt 
% 0.42, ^^^^n-(provastatin)ffi^MiS^^^t:^if±^^#^n'^l5tlo 

15 W4«*Jffl«. RTWI*ffl!ffl«*. 



20 



25 



o 



HO. 



XX 




KOH 



HOs^ — "-O'K* 
L^OH 




2) 
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5 ^m-^ffi7jc+±o RiS^-jRffl?*. ifB^^E P H3-4¥ 



HO^ — "-OX* 



HO^ — "-OH 





1. wfce. -30t; 

2. Mel g jtegr 

3. * 



HC r hcT^v^- (jgjQz 3) 

*H2*&j&(&lfi 4)ft£jft*rtM. fiflMME¥*. if a^rt@«t 3- 

^ssftttwwifiaM. Wfiii. in. Wi mm, 

o 
II 



HO^ "-OH 



0^? „ 





4) 



15 fftttofffc^afcAtt^dtarfe, toTiH0r*WfijS5-iii 

o 

HO v/ \^0 HO. ^ — NHBu 




BuNH 2 



HO- — — HcT^^ (HJS 5) 
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O 



HCL^ — " — NHBu 



TBDMSO^^ — "-NHBu 
k^OTBDMS 




TBDMSQ 




Htf'^"^ TBDMSO*' ^^ 6) 



TBDMSi 
O 



-NHBu 



TBDMSO vV 




,OTBDMS l.flftjfc^, -30r 
2. Mel & Me Br 



3. 7jC 



TBDMSO^ — N-NHBu 
l^OTBDMS 



TBDMSO x 




10 



TBDMSCV ^ — "-NHBu 



k/°" 



•TBDMS 



TBDMSO*' 




HF 
ACN 




(fiffi 8) 



o 0 
HO v y — L NHBu HO Vj / — "-OH 



k^< 



HO* 




OH ^ ^OH 

1.NaOH.EtOH,lp]JE O 



HO* 




(&$9) 



HO^ "-OH 

k/OH 




NH4OH 

MeOH 



HO^ — l-O'NH/ 
k/OH 
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„ 



HO^/— 
k^OH 



-o-nh 4 + 



H °x^ c 





HO*" HO v 

SP 2,2-~ ¥ STM-3-^S-8-[2-(4-|5S-6-ft>ft-2-^ 
5 S-l,2,3,7,8,8a-Ail4fc^II. 



11) 

i)-£S]-7-¥ 



10 ffiilPB^T^M^, ^fflMf5sEtitt,f5^*^^6<j^4k, 



15 



^OH 



HO* 





C6J&12, ^R=CH 3 ^#!|) 



o 

HOv^-^L-OH 



Y — u 



HO* 





:Q 2 Me 



2,2- ~ ?lTi-3-^l-8-[2-(6- ¥ ttft ¥ »-2,2- Zl ¥ £ [1,3]- ~ 
i]-7- ¥ S-l,2,3,7,8,8a- Afi-ffc^H 
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2, 2--f?m,mn&> 2, 2--z,*ta^, 2-¥tcs-2-z J ^,s^, 2, 2-- 

W, ffl&&#HMI&amitft¥*. z.s. n*. 

j**#t, «*jflisjatte*&*rtiBi(iiwbis*-jR*ttft l: 1 a 2: 1 ;tfu. 

jfc2*£jStftffi£-«**tfcg -20°c SI 60°c £ra,*£»1»«T* o°c 31 
30°c^(h]. &fi-«*itt*ft*ttn#W«* , T*fi s - &fittfflttflWfc*IW 

M% 0.1mol% m 100mol%, — jRjfcitt*^ 1 mol% SI 5mol%;tlU. 

nsMffg^ i sj 1.5 -^s^ra. sjStaA^^-2o°c 50 6o°c zm, - 

&%Tftfrf o°c ill 30°c Z,m. &jk&,ftm&&fr&M, BlnwmmZtB, 
¥*. nJmiHf, &WK*zlcj( i P»'feW*l#*IWffl^. ftttfflffl##*Ht, W 



*ffi#*itt^ftsi3e«nT*i hmg-c 0 a m^tommm k.. *««^n' 




HO v 



14, ^R=CH 3 3f#!|) 
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^^T^^mm^^mmG-Cok&i^mwnm: e+in oe-d 

* (EI) 





















Ki 


51 


12 


43 


8.2 


7.3 



5 *i±«ff*. mftfanmmmmmm, mmm\twftm&®o 

£*£B«HM!in\ tolK*E;fr»tf ME*. fflft|E3T4ig l.o M 10.0 

is mmm, mmnmm^, mw^ so o cwt), £e 

Sodium), jRft*«i«JR#, M*BtH, £RftZ.*lttftMl, 

25 ygm^jw^^M?!^, gums, mmwtn. 

30 SJiPlR^I?. 
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^mn^it^^mmmm^mm, aax^Wtts 60-70 £ 

0. lrag 3\ 500mg, ^^^^-^^^^l^c^m^^W^TC^JMffllt^mS 
% lrag-500mg fofc&J&ft, lmg, 5mg> lOmg, 25mg, 50mg, 100mg> 

5 200mg> 300mg> 400n^ 500mg. 



10 ^T^tB6<jJiA^A#W^^J, <M&#^^#£fittPS^8/L 




15 2,2-=-wmrm-3-^m-s-[2-(4-^m-6-m^-2-mM,m i mm)-z,m]-7-^m- 

l,2,3,7,8,8a-AS^^iB. 

^^mn^T, # 12.25 mmmwrnnm? 100 h^sf bkw 
12 mftmamft.mjs*2.5 4.9m ^M.mitm^mm~mm±^ 
20 &mnitwft£u%H&$>Tmft 0.5 si->m>h*. 

PJWStt^fcllJWF 150 *ftW5ezMFB$rt. jtt&$ft$§3] 15 Sftjg, 

3.6 ^ftmmmmmT 30 $^^557x0^^^1*1^, ^*pm^!J-5 o c. 

27.5 mftM 1.55M WiETaf4i1ft«*AiiIitti*«^7KHai*i|IW#*rt# 

25 ftjfaftfflsi 1 o°Co fc®m&mnAm±&&ft%nw&mmft#ftn &mm 
umi&T-3o°Co m^'mB, #pa 2.36 m^-mm^^uwum^-20°c o 

m 12.0 mft&i l.55M^ETSM1S*tliPAIiJ-5 0 C&tJPltn&(l.6^)^^7X 
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AS ioo*?|-tozlc+. 20%W«K«trSII 

P H^^4.5j5, ffl35fB«*«H*0X3OO«?h). *#«-JlflttJFB*»* 

lo 

&£m.p=162— 165°C(decomp, , HNMR(CDC1 3 , 400MHZ, 8 ppn ), 

0.86(d, 3H), 0. 88(t,3H), 1. ll(s,3H), 1. 12(s,3H), 1. 2— 2. 5(m, 13H) , 

3. 37(br, 1H) , 3.51(br,lH), 3,64(m, 1H), 4.08(m, 1H), 4.26(m,lH), 
15 5. 31 (br, 1H), 5.52(br,lH), 5. 92 (dd, 1H), 5.99(d,lH). 

M Holdgate, G. GA; Ward, W.H.J. ;McTaggart, F. , Biochera. Soc. Trans. 

2003, vol. 32, 528-531 +Jffl£M#&3ffcfe»£ft'&to 1» HMG-C 0 A ffi^-frfa 

20 2: ^-^^^^n-(Huvastatin)^&^^^(tt.^tl 2) 




MI1»T. $ loo >h£JS^ft3l-£»ftWT(te£*& l)W7fJF» 
25 Smic#^ 100 S^HWBj&fB 12 ^^fitl^Pl^rto 101 Sftltt 

4.91M wa*ikff7ic#*a^iipAai±3ftfijffi«[+. fifits^sMiinft 

tf , T«#o.5»->MMit. aiflFflJgfcaHtti* 6 *. 
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;J$£m.p=168— 171°C(decom P , HNMR(CDC1 3 , 400MHZ, 8 ppm ), 

0.86(d,3H,2CH 3 ) , 0. 89 (t, 3H, 3* -CH 3 ) , 1. 11 (s, 3H, 2' -CH 3 ) , 1.12 

(s, 3H, 2' - CH 3 ) , 1. 2—2. 5 (m , 14H) , 3. 38 (br, 1H, OH) , 3. 53 (br, 1H, OH) , 
5 3,65(m, 1H.8H), 4. 09 (m, 1H, pH) , 4. 26 (m, 1H, 6-H) , 5. 33 (br, 1H, 8-H) , 

5. 52 (br, 1H, 5-H) , 5. 91 (dd, 1H, 3-H) , 6. 01 (d, 1H, 4-H) . 

10 &Jfifcl3: MH^»^#?T(Huvastatiii)fl<I^^(tti^3) 



o 




15 MLftlftiPT. # 100 >h***W»--3e»ttflilTtt?F5fl5af«ft# : f 

20 ^4^omn^mm^m^^w,u&r^^n^mm,m^^m 200 m 
ftttznzm® 100 mftmtom&MM. ^M^^mzsmmm^mmm 

25 ltb;£tt,^H$(&& 14)ftlT&jat56rgi?f^ (M ^lfi^T)o 
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^COgMe ^COzM 

«F 100 +S**tttm?F3FM*ff : f 200 mii^. ^MT, ft 
50% ^E^^7X^^^iPAiiJ^I0^^^7X4 , S<]J:^m^tli*i ) miiJtf 
5 i0^l^6<]^^, J- pH {t#*i££ 12, #UW 1 >h<h&tJ5. ^i!>i^^4k^ 

^ph^uiijioc FmmztMzmwm. zmzsm^mmmmnmmrw. 

jg£ m.p=46-49°C(decorap, ^) f |), HNMR(CDC1 3 , 400MHZ, 5 ppm ), 
10 0. 86(d,3H), 0. 88(t,3H), 1. ll(s,3H), 1. 13(s,3H), 1. 2— 2. 6(m, 13H) , 

1.37(s,3H), 1.45(s,3H),3.47(br, 1H), 3,66(m, 1H), 4. 09 (m, 1H), 
4.27(m,lH), 5. 32 (br, 1H), 5. 52 (br, 1H), 5.93(dd, 1H), 5.97(d, 1H) . 

15 

«*»2rft»'&KTfc#. lOOmg/tf fttfftl, *JSftt*4)"* 5.0mg. 
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mffiftgmw 1-3 i*2«3^*jjtfliT<iNR(«ffl 10 H), 

mmmjt-di, o.osmg/.R^asE o.img/K^a. *N8£*&2$. -j^ 
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g m g g 



1> -ftiStfA)^^, 

iq^;(A)^f^: 



R \ r H 



W 



HO 




(A) 



R RT^ji^S, Z»3=, MS, #MS, fPTS: 

O ^COjM 



V 




V 0H ^o±«- 



r' "5jiuji¥*, ZiS, ms, #ms, mrm-, 

10 R" RlWFS, Z,£, MS, ^MS, ^TS; 



R \ 7 H 




HO- ^ ^ 

15 R6tj^^q±„ 

3. &ft*JSMSiJ^&flMfc£-*&, gSffi:*^ 
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4. MWlMKl^, ^$5^: 




£4, R> R , #R ,, WSJJC$P±s 

5> mumm* i t:^iT^ : 

«i^«J 1: 2,2-r¥«TM-3-^^-8-[2-(4-^S-6-^^-2-0MntfcPiS)-Z i 
S]-7-¥3l-l,2,3 f 7,8,8a-Aa4fcilBii 

R=R' = R"=EP^, M=K^(III)ft^. 

8-&ift 2-¥ST^»lft 2-^±a^^SiSM#; 

WIHWibn-ajRH. Rtt^ASti^, EitilWgg, ftttSMtt 

efe^M^^if^8-^6<j2-¥^Tms^ 2,2--^^TmsMiS 0 
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